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Case

* 54 yrs male smoker

* Type 2 DM on oral therapy

* MISCT showed non obstructive plagues LAD and LCX

* On Atorvastatin 40 mg/d

* Presented in your clinic worried about his dyslipidemia

* Recent lipid profile Showed LDL to be 68 mg/dl (1.6 mmol)

* What should we tell him?
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American guidelines : 2013 ACC/AHA

Patient categories

75 or
With diagnosed PPl gran
cardiovascular disease
and over 21 years old Older
than 75

With an LDL cholesterol
level of 190 mg/dl

With & 7.5% or more

Crisk of heart attack in

the next 10 years”

With type 1 or 2
diabetes betweeen 40
and 75 years old

WWith & 7.59 or more
risk of heart attack In
the next 10 years and
betwean 40 and 75
vaears old

Treatment

High-intensity statin
Daily dose lowers LDL, or bad
cholestarol, by SO% or higher

Moderate-intensity statin

Dally dose lowers LDL between

ZO% and S50%
High-intensity statin

High-intensity statin

Moderate-intensity statin

Moderate-to-high
inten=sity statin

Risk determined by & now calculation that accounts for age, cholesterol, blood pressure,
SMoking status and other risks experienced Dy men, women and minority groups,

Sources: American Heart Association; American College of Cardioloay

The Wall Street Journal

ESC CP Guidelines 2016 - Highlights: Dyslipidaemias

Treatment targets

2011 ESC Dysllpldaemlas guldellnes ?@zé;rr;;;f;:‘:&l‘x%ﬁmazm'I.L:A{I.v:-;:c.v‘or;f{ra'
Recommendation Class | Level !
VERY-HIGH CV risk: | A VERY-HIGH CV risk: | B
LDL-¢ goal <70 mg/dl (1.8 LDL-c goal <70 mg/dl (1.8
mmol/L) and/or 50% mmol/L) and/or 50%
reduction when target reduction if baseline is 70-
cannot be reached 135 mg/dl {1.8-35

mmol/L)
HIGH CV risk: la | A HIGH CV risk: L | B
LDL-¢ goal <100 mg/l (2.5 LDL-c goal <100 n‘&/l (lb
mmol/L) mmol/L) or 50% reduction

if baseline is 100-200

mg/dl (2.6-5.1 mmol/L)
MODERATE CV risk: Ila C MODERATE CV risk: lla C
LDL-¢ goal <115 mg/dl (3.0 LDL-c goal <115 mg/dl (3.0
mmol/L) mmol/L)

ESC CONGRESS (™

LOME 2016

Hesccongress

www.escardioorgESC2016
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Case (cont...)

* His file revealed a base line LDL-c level of 102 mg/dlI
* Q: are you still satisfactory with the treatment and LDL-c achieved?

* If not what are the options we have?

IMPROVE-IT

» 18.144 patients (ACS)

* Simva. 40 +Ezetimibe 10 Vs Simva 40 +placebo
* 53.2 mg/dl Vs 69.9 mg/dl @ 1 year

* 32.7% primary end points VS 34.7% @ 7 yrs

* Suggesting that reduction of LDL-C levels per se explains the effects
of statin on CAD
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LDL Cholesterol
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61% reduction (95%c1 59-63%), P<0.001

Absolute reduction: 73 mg/dL (95%Cl 71-76%)
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N=4465 N=1258 N=4259 N=4204 N=1243 N=3727 e AR af

receiving either
evolocumab or placebo
during the period from
baseline to enrollment
into OSLER.

44y Female with Dyslipidemia.

* Dyslipidemic since she was 18y age.
* Grandfather died with STEMI by the age of 52.
* Father had Acute Coronary Syndrome by the age of 48.

Current treatment regimen:
* Rosuvastatin 40mg (max tolerated dose)
* Ezetemibe 10 mg.

BMI: Body Mass Index;
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On: Rosuvastatin 40mg and Ezetemibe 10mg

Now,
Her Lipid Profile:

Total Cholesterol 290
High Density Lipoprotein 4
(HDL)

Triglycerides (TG) 190
Low Density Lipoprotein

(LDL) 210

Representation of LOL-binding
domain

the LDL receptor 292 residues
(839 amino acids)

N-linked
Extracellular domain T
is responsible for 150400 residues
apo-B-100/apo-E
binding
O-dinkeda
- ligosacoharnide
Intracellular domain et "
is responsible for e i
clustering of LDL RN L
receptors into coated domain
2 o 22 residues
pit region of plasma
membrane ot
omain

50 residues

2013 Biomarker Bliki is a service of FHIT.org. All rights reserved ..
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Egyptian Cardiorisk project

* The first Egyptian risk factor project with
online data collection and electronic CRF

* Connecting > 28 CCUs

* Phase published in ESA 2017 .

* Mean Age of onset of ACS in the Egyptian is 10-12 yrs less than

European data
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Statin hypothesis Vs Lipid hypothesis
* The lower the better: 50 mg/dl better than 70 mg/dl in IMPROVE-IT

* Combination therapy is working

* PCSK-9 data

« Side effects and economic concerns

14

Pooled Safety LDL-C <25 mg/dL or <15 mg/dL in 14 Randomized,
Controlled, Clinical Trials of Alirocumab

Pooled Pooled
alirocumab alirocumab
Primary system organ Pooled 22 LDL-C 22 LDL-C
class, % (n) Pooled control alirocumab <25 mg/dL <15 mg/dL
Preferred term, % (n) (n=1894) (n=3340) (n=796) (n=288)
Patients with any TEAE 73.7 (1396) 74.3 (2483) 68.2 (543) 67.0 (193)
Patients with any
treatment emergent SAE 13.3 (251) 13.6 (453) 13.1 (104) 9.7 (28)
Patients with any TEAE
leading to death 1.0 (18) 0.4 (15) 0.4 (3) 0 (0)
Patients with any TEAE
leading to permanent 6.6 (125) 6.2 (207) 3.5(28) 4.9 (14)

treatment discontinuation
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T |
World Heart Federation

Strategic Principles for Development
of National Clinical Guidelines

“Whereas the causes of CVD are common

to all parts of the world, the approaches
to its prevention at a societal or individual

level will differ between countries for

cultural, social, medical, and economic
reasons.”

Smith st @), Circulastion Junes 268, 2004
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IMPROVE-IT *

*presented AHA 2014
A large scale (18,144 participants), multi-center RCT of
high risk post Acute Coronary Syndrome (ACS)
patients

* Intervention: ezetimibe 10 mg added to
simvastatin 40*

* Comparator: simvastatin 40*
Both groups achieved a mean LDL-C < 70 mg/dlI

* Study took 9 years; f/u was 7 years

* No increase in side effects with the intervention
*some uptitration allowed.

2/27/2017 Ashraf Reda MD,FESC
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LDLR /- LDLR+/- Normals
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